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PRELIMINARY AMENDMENT 

Sir: 

Prior to examination of the above-identified application, please amend the above- 
identified application as follows: 



IN THE CT ATMS: 



Please amend Claims 1-19 and 21-27 to read as follows. 



1. (Amended) A compound comprising a target cell-specific portion and a cytotoxic 
portion, wherein the cytotoxic portion is a constitutively active caspase or has substantially 
the same apoptosis-inducing activity as the caspase. 



2. (Amended) A compound comprising a mediator portion capable of recognizing a 
target cell-specific molecule and a cytotoxic portion, wherein the cytotoxic second portion is 
a constitutively active caspase or has substantially the same apoptosis-inducing activity as the 
caspase. 

3. (Amended) A compound according to Claim 1 wherein the target cell-specific 
portion recognizes and selectively binds to a tumour cell antigen. 

4. (Amended) A compound according to Claim 2 wherein the mediator portion 
recognizes a compound according to Claim 1. 

5. (Amended) A compound according to Claim 2 wherein the target cell-specific 
molecule recognized by the mediator portion is derivatized. 

6. (Amended) A compound according to Claim 2 wherein the target cell-specific 
molecule or the mediator portion is an antibody or an antigen binding fragment thereof. 

7. (Amended) A compound according to Claim 2 wherein the target cell-specific 
molecule is internalized upon contact with the target cell. 

8. (Amended) A compound according to Claim 2 wherein the target cell- specific 
molecule or the mediator portion is an HMFG-1 antibody or an antigen binding fragment 
thereof. 



9. (Amended) A compound according the Claim 6 wherein the antibody or antigen 
binding fragment thereof is humanized. 

10. (Amended) A compound according to Claim 1 wherein the cytotoxic portion is at 
least the catalytically active portion of the constitutively active caspase. 

1 1 . (Amended) A compound according to Claim 1 wherein the cytotoxic portion is a 
constitutively active effector caspase. 

12. (Amended) A compound according to Claim 1 wherein the cytotoxic portion is 
selected from the group consisting of a constitutively active caspase-3, caspase-6 and 
caspase-7. 

13. (Amended) A compound according to Claim 1 wherein the cytotoxic portion is of 
mammalian origin. 

14. (Amended) A compound according to Claim 1 wherein the cytotoxic portion is a 
constitutively active variant of a naturally occurring caspase. 

15. (Amended) A compound according to Claim 1 wherein the cytotoxic portion is 
capable of oligomerization. 

16. (Amended) A compound according to Claim 1 wherein the compound is a fusion 
compound. 



17. (Amended) An isolated nucleic acid molecule encoding a compound according to 
Claim 1, or a target cell-specific portion, mediator portion or cytotoxic portion thereof. 

18. (Amended) A method of making a compound according to Claim 1, the method 
comprising expressing one or more nucleic acid molecules according to Claim 17 in a host 
cell and isolating the compound therefrom. 

19. (Amended) A vector for expressing in a host cell a compound according to Claim 
| 1 or a portion thereof, the vector comprising one or more nucleic acid molecules according to 
* Claim 17. 

21. (Amended) A pharmaceutical composition comprising a compound according to 
j Claim 1 and a pharmaceutically acceptable carrier or excipient. 

'* 22. (Amended) A compound for use in medicine comprising a compound according 

to Claim 1. 

23. (Amended) A method for treating a disease associated with the dysfunction of a 
population of cells comprising applying a medicament comprising a compound according to 
Claim 1. 

24. (Amended) The method according to Claim 23 wherein the disease is cancer. 

25. (Amended) A method of treating a patient having target cells to be destroyed, the 
method of comprising administering to the patient a therapeutically effective amount of a 



compound according to Claim 1 . 



26. (Amended) A method according to Claim 25 wherein the patient is a human. 



27. (Amended) A method according to Claim 25 wherein the patient has cancer. 



REMARKS 



As a result of the foregoing amendment, Claims 1-19 and 21-27 have been amended. 
Claims 1-27 are pending in this application. 

Applicant has hereinabove amended Claims 1-19 and 21-27 to correct spelling errors, 
remove multiple dependencies, provide proper antecedent basis and conform the claims to 
U.S. patent practice. Further, Applicant has submitted herewith a marked-up copy of the 
original claims showing the changes in red ink. Applicant respectfully submits that no new 
matter has been added. 

In view of the foregoing, it is submitted that this application is now in condition for 
allowance and favorable reconsideration and prompt notice of allowance are earnestly 



solicited. 



March 28, 2001 
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CLAIMS 



2. 



A compound comprising a target cell-specific portion and a cytotoxic 
portion, characterised m that the cytotoxic s econd - portion is a 
constitutively active caspase or has substantially the same apoptosis- 
inducing activity as -said caspase. 

A compound comprising a mediator portion capable of recognisin g a 

target cell-specific molecule and a cytotoxic .seeesd* portion, 
wVejreiw . . . . , 

• c ha ract erised in that the cytotoxic second portion is a constitutively 

active caspase or has substantially the same apoptosis-rnducing 

activity as«aid*caspase. 



A compound according to Claim 1 wherein the target cell-specific 
portioni ec oSai se » and selectively binds to a tumour cell antigen. 



4. A compound according to Claim 2 wherein the mediator portion 
JScoj ms ela compound according to Claim 1. 

5. A compound .according to Claim 2 <ejp-4* wherein the iarget cell- 
specific molecule *$G©gBi8e<* by the mediator portion is den v atis e&. 

6. A compound as claimed in aiiy preceding claim wherein the target 
cell-specific portion or the mediator portion is an antibody or an 
antigen binding fragment thereof. 

7. A compound as el a^d '-ia an yjKttgd i ng clai r ft wherein the target 
cell-specific fertfeft is into ma lis c dfupon contact with the target cell. 

A * 



a ca> riL" Aft 4t> C|flu*M 2. 
A compound a s claimed in - any preceding claim wherein the target 



i in-any 

ceU-specific-pefSMior the mediator portion is an HMFG-1 antibody 
or an antigen binding fragment thereof. 

9. A compound according to anyone of clai m s -- 6 " to - 8 » wherein the 
antibody or antigen binding fragment thereof is ■ humanise d, 

10. A compound according to any preceding - claim - wherein the cytotoxic 
portion is at least the catalytkally active portion of^constitutively 
active caspase. 

11. A compound according to -aBy-ffee eding claim * wherein the cytotoxic 
portion is a constitutively active effector caspase^ or h as su b stantially 

- th e same apoptoais inducing activity as th e said casp aser*- 

i 

12. A compound according to . a ny preceding clsmt wherein the cytotoxic 
poition""Ts>a constitutively active caspase-3, caspa$e-6-ewcaspase-7 # 



- caspase. -* 

A compound according to -any proc o ding clam wherein the cytotoxic 
portion is of mammalian origin. 

A compound according to an y pr e ced ing claim wherein the cytotoxic 
portion is a constitutively active variant of a naturally occurring 



15. A compound according to agy-pfeceding claim wherein the cytotoxic 
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portion is capable of-e 



16. A compound according to - a n y yiscaUug uaiur wherein ■said- 
compound is a fusion compound. 



17. An isolated nucleic acid molecule encoding a compound according to 
any one-of Claims l-t e46» or a target cell-specific portion, mediator 



portion or cytotoxic portion thereof. 



18. A method of making a compound according to any one of Claims ! •. 

•Hit tndtkdS. } 
to 16, said mothod comprising expressing one or more nucleic acid 

molecules according to Claim 17 in a host cell and isolating the 

compound therefrom. 

19. A vecto£ for e^xpressing in a host cell a compound according to-aay- 
■QBe-efcPlnim 1 tn 16' or a portion thereof, eafcfvector comprising one 
or more nucleic acid molecules according to Claim 17. 

20. A host cell transformed with a vector according to Claim 19. 



21 . A pharmaceutical composition comprising a compound according to 
■any one of Claims 1-to-Hrand a pharmaceutically acceptable carrier 
or excipient. 



22. A compound - accordmg . to - any one - of Claimo 1 to 16 » for use in 
medicine,^ ct^rUl^ a. tt>v*.^9v»k a,tct>rkl*^ +• CAsu'** , 

23. -4Jse-efca- compound a eeefd mg to any one of Claims !■ to 46- ifr-fee-- 
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of a m c dicame - nf for treating a disease associated with the 
dysfunction of a population of cells/ co**^****^ f * 

24 . The use-according to Claim 23 - for treating cancer. 

25. A method of treating a patient having target cells to be destroyed, the 
method comprising administering to -a* patient a therapeutically 
effective amount of a compound according to-a 
4$r* 



26. A method according to Claim 25 wherein the patient is human. 

A 



27. 



A method according to Claim 25 er-2G*wherein the patient has cancer. 



